BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and are provided with free text boxes to elaborate on their assessment. These free text comments are reproduced below.
Identification of important treatment outcomes
One of the key steps to developing a COS is to initially develop a long list of potential outcomes. The authors have conducted a systematic review, but did not appear to use the outcomes identified in this as the basis for their list. Instead, they asked experts and patients to generate the list. The rationale for doing this is unclear and requires further elaboration. The method currently reported could result in potentially important outcomes from being missed.
The authors also only included outcomes reported by >10% of respondents. The basis of this decision should be explained.
Sample size calculations and stakeholder selection
The authors asked professionals recruited from two international paediatric gastroenterology conferences and parents/patients from 5 different countries.
This decision-making, both regarding why these individuals were selected and the sample size used requires explanation and comment. It is currently unclear whether or not the individuals sampled in this study are representative of the key stakeholders for infantile colic. This raises issues regarding the generalisability and value of the final COS.
The HCP group would seem to be skewed in terms of paediatric gastroenterologists. These are very specialist individuals. It would, perhaps have been helpful to include some general practitioners or individuals in primary care as well as secondary and tertiary care. The results give a breakdown of exactly what types of professionals were included. There does not seem to have been any a priori decision-making as to which professionals should ideally be included (what about nurses for example?).
The authors should explain and justify their decision-making. The decision to recruit 50 patients/parents from a total of five centres also requires further justification. Why were patients just recruited from secondary care? Were any other settings considered? What was the basis of the sample size?
Are there key stakeholders other than doctors and parents who should be included? Would there be a place for including specialist nurses.
More details are required regarding the a priori decisions on selection of key stakeholders and the numbers required to include the full range of views.
3. Rationale for outcome selection in four different categories It is unclear why parents and HCPs were asked different questions regarding outcomes. It is also unclear why there was a need for outcomes in both an inpatient and outpatient setting; and lists for adequately and inadequately treated children. This requires further explanation and justification.
4. Rationale for methods by which shortlist was created The authors report that the outcomes were classified into domains which were predefined based on the systematic review. It would be helpful for the term "domain" to be explained. The current manuscript could also benefit from more details regarding the SR.
5.
Step 3b -Rating of outcomes Respondents were asked to rate outcomes on a scale of 0-4. Why was this scale selected? Justification is required.
Respondents were also asked to prioritise the top 5 outcomes. Again rationale for this is required. The authors describe this process as a "Delphi" -it is not a true Delphi as there is only really one questionnaire round (2 very different questionnaires) and there is no feedback so that respondents are unable to change their responses. Defining this study as a "Delphi" is therefore somewhat misleading.
6.
Step 3c -Rationale for creation of 4 different shortlists Again -the basis for the division of outcomes into 4 different shortlists is not justified. An explanation is required.
7. Rationale for using expert opinion (excluding parents) to select the final set Patients/parents were not involved in the selection of the final COS. The authors have justified this by stating that this methodology was used in other COS development studies. Infantile colic has a significant impact on care givers and their opinions and views on the final set would seem to be important. Better justification of this methodology is required as just including HCP views has led to important core outcomes being omitted in other healthcare settings (eg rheumatoid arthritis).
More detail is required about the composition of the "expert panel" as it is unclear the degree to which this group was representative of key stakeholders in infantile colic.
The decision to include only items on which the expert panel were unanimous also requires justification.
Overall, this is a valuable study. The methodological decisionmaking however requires further justification and explanation for the reader to be confident that the COS is valid and that the stakeholders used to generate it are representative of those who may benefit from or use future infantile colic research.
VERSION 1 -AUTHOR RESPONSE
Reviewer: 1 Reviewer Name: Francesco Savino Institution and Country: Chief Subintensive care early infancy, Ospedale Infantile Regina Magherita Città della Salute e della scienza di Torino, Italy Competing Interests: None declared Dear Dr. Savino, Thank you for revising our manuscript. Please find our response to your questions and requests below.
Abstract: don"t report any setting.  The setting was already reported after the subheading "Design and setting". However, we have added "(…) in primary, secondary and/or tertiary care (…)" to the last sentence of the abstract.
Authors invited 133 healthcare professionals and 55 parents of infants with IC to develop a core outcome set (COS) for IC to facilitate and improve evidence synthesis. Only 39 parents reported treatment outcomes. Authors don"t describe how they selected these participants. Why Authors have stated that they are representative ?  The following sentence was added to elucidate the selection of healthcare professionals (page 6, "
Step 2", first paragraph): "HCPs were eligible if they worked in primary, secondary and/or tertiary care and had experience with the treatment of infants with infant colic."  We have added the following to elucidate the selection of parents (page 6, "
Step 2", second paragraph): "Parents were eligible for inclusion if they consulted a healthcare professional because their infant was diagnosed with infant colic. They were randomly invited…"  We believe that the participating healthcare professionals and parents were representative because of their experience with infant colic and their global background.  Please see page 10 for the results of the parental outcomes. Fifty-five parents reported 39 treatment outcomes that made them feel their child was treated adequately and 29 treatment outcomes that made them feel their child was treated inadequately.
Statistical analysis is not reported. This paper addresses an important issue relevant to a number of childhood conditions, including infant colic. It is well written and relevant. I have some concerns which need addressing:
1. Background -page 4, amend to say that IC "is associated with" negative short and long term consequences because saying it can have these consequences suggests a causal relationship which has not been established for some of the outcomes you list such as migraine, learning problems and hyperactivity.  We have made alterations to this paragraph: "Although IC is self-limiting, it may have negative short term and/or long term consequences. It has been postulated that for example a disturbed parent-infant interaction, child abuse, recurrent abdominal pain, migraine, allergy, hyperactivity and learning problems occur more often in children with a history of infant colic.6-13 Additionally, IC is associated with the development of postpartum depression in mothers.14 15"  Although the pathophysiology of a causal relationship between infant colic and migraine has not been elucidated yet, a recent narrative review of Qubty et al. provides evidence to support such a relationship. We have added this publication to our references. Furthermore, we have added the studies of Smarius et al. and Vandenplas et al.
On page 5, explain what the COMET initiative is.
 The following sentence was added (page 5, second paragraph): "The COMET Initiative aims to bring people together that are interested in the development of COS." We also added that COMET stands for "Core Outcome Measures in Effectiveness Trials".
3. Parent cohort -do you have any demographic data on the parent cohort, eg 1st vs not 1st time parent, socioeconomic status, age etc? ie how generalisable are the parent responses?  Unfortunately we did not collect demographic data of the parent cohort. We have added this to page 6 (Step 2 -second paragraph). 4. Discussion -as a limitation, you also need to include that responses from countries from south east Asia and northern America were minimal (ie 3-4 people per region) and that other health professionals such as well child nurses, who are front line for managing infant colic in many countries (eg UK, Australia, New Zealand), were not included.  We have added the following sentence to our discussion (page 16, second paragraph): "Third, although we included respondents from around the globe, responses from Northern America (2%) and South East Asia (3%) were minimal."  We also added the following sentence (page 16, second paragraph): "The inclusion of specialist nurses or well child nurses might have been valuable as well, since they are part of the multidisciplinary team that parents encounter in some countries." 5. Discussion -in the limitations you need to acknowledge that the translations were not done by trained translators rather than say that they were done with "the utmost care" because this is highly subjective and I suspect difficult to substantiate.  We have adjusted this sentence into: "Since this was not done by a professional translator, it is possible that subtle changes in questions or answers arose." Please see page 15, last paragraph. This is an interesting and timely paper reporting the development of a core outcome set for infantile colic. Core outcome sets (COS) are valuable tools for improving the quality and consistency of outcome reporting in a given field and reducing selective outcome reporting. The authors should be congratulated for developing a COS in this setting which will likely benefit future research. There are, however, several methodological decisions that require consideration and further elaboration. These are as follows.
 There is one general comment we would like to make before answering your questions in more detail. At the time this study was conducted there was no consensus regarding the best methodology for collecting outcome measures in paediatrics (Sinha et al, PLoS Med, 2008; Karas et al, Arch Dis Child, 2014) . We therefore adhered to the methodology as defined by the COMMENT Working Group.
Identification of important treatment outcomes
One of the key steps to developing a COS is to initially develop a long list of potential outcomes. The authors have conducted a systematic review, but did not appear to use the outcomes identified in this as the basis for their list. Instead, they asked experts and patients to generate the list. The rationale for doing this is unclear and requires further elaboration. The method currently reported could result in potentially important outcomes from being missed.  At the time we conducted this study, the best strategy to select outcomes for clinical trials in paediatrics was not known. ((Sinha et al, PLoS Med, 2008) Since this study was commissioned by the COMMENT Working Group of the European Society for Paediatric Gastroenterology, Hepatology and Nutrition (ESPGHAN), we adhered to the methodology used by COMMENT. (Karas et al, Arch Dis Child, 2014) . This meant identifying a long list of potentially relevant outcome measures through stakeholders and using these outcomes a "domains" for grouping the outcomes mentioned in step 2.
We added the following (page 6, "
Step 2", first paragraph): "Since the best strategy to select outcomes for clinical trials in paediatrics is unknown, we adhered to the methodology as defined by the COMMENT Working Group.21 28 We did not predefine a long list of outcomes based on the outcome measures mentioned, but instead invited HCPs visiting two international paediatric gastroenterology conferences in 2014 to participate in our survey."
The authors also only included outcomes reported by >10% of respondents. The basis of this decision should be explained.  As part of the methodology of COMMENT, we generated shortlists of outcomes to be rated and prioritised by the stakeholders. To keep the shortlists manageable, COMMENT decided to include all outcomes that were mentioned by at least 10% of the respondents. We added the following sentence (page 7, "Step 3a", third paragraph): "The threshold of 10% was chosen by COMMENT to keep the shortlists manageable." 2. Sample size calculations and stakeholder selection
